INTRODUCTION
Frequent and intense vasomotor symptoms can be responsible for a significant deterioration in the quality of life of postmenopausal women 1 . Hormone replacement therapy (HRT) with estrogen has been used for many decades for managing menopausal symptoms and urogenital dysfunction as well as for reducing the morbidity and mortality related to osteoporosis and cardiovascular disease [2] [3] [4] [5] [6] . Despite the fact that HRT has demonstrably improved the quality of life in healthy postmenopausal women; few observational studies [7] [8] [9] [10] have approached this therapy in breast cancer treated patients, and none of them have observed either increased disease recurrence or mortality.
Early detection and improved therapies have shown a positive effect on life expectancy in breast cancer pa-tients. As overall and disease-free survival improves, quality of life becomes more important, mostly in those patients who have low-risk breast cancer and experience menopausal symptoms earlier than expected due to antineoplastic treatment.
Based on observational studies [11] [12] [13] [14] reporting a small, but increased risk of breast cancer, HRT is generally not recommended for breast cancer patients succesfully treated, since its effects on the risk of tumor recurrence remains uncertain. On the other hand, an increasing number of younger patients, who have completed treatment for low-risk breast cancer, will face many years of estrogen deficiency and impaired quality of life. These patients are therefore potential candidates for HRT, since death from nonneoplastic conditions is common among node-negative breast cancer survivors 15 . In the1997´s consensus conference about treatment of estrogen deficiency symptoms in women surviving breast cancer, there was an agreement upon the need to conduct trials to evaluate HRT in selected groups of patients 16 . Thus, we have conducted this study to analyze the acceptance of HRT in patients previously treated for breast cancer.
METHODS
Between September, 1998 and February, 2001; 216 women treated for breast cancer were interviewed. All patients have completed their treatment and were in the follow-up period. Eligibility criteria included histological diagnosis of breast cancer; female sex; completion of breast cancer treatment (surgery, chemotherapy and hormonal therapy); no clinical or radiological evidence of metastatic disease and 18 years of age or older. After signing the informed consent, all patients received three cards with the following information: clinical menopause symptoms, benefits of HRT, cure rates for early stage breast cancer, HRT and breast cancer risk, data on relationship between nodal stage and risk of recurrence, and a literature overview on HRT and breast cancer. A questionnaire was then applied by the research nurse. The patients were questioned about use of HRT at the time of the study, presence of menopause symptoms and related morbidities (cardiovascular diseases, bone fractures), tumor's clinical stage, previous use of hormones and acceptance of HRT. Statistical analyses were performed by univariate and multivariate logistic regression models to evaluate the relationship concerning HRT acceptance, as well as the independent variables. The study was approved by the internal Institutional Review Board. The majority of patients had early stage disease (75.9%), and we observed a tendency to accept HRT among those with advanced stage, although without statistical significance (58.3% versus 37.8%; p=0.22 log rank). Type of surgical procedure (radical mastectomy versus conservative therapies, p=0.67 log rank), adjuvant chemotherapy (p=0.082 log rank) or marital status (p=0.98 log rank) were also not statistically significant in the 
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Our study has analyzed the acceptance of HRT among women who have completed their treatment for breast cancer. This is a subgroup of women in which menopause symptoms can begin earlier in life due to treatment induced ovarian failure, and will be exposed to the deleterious effects of hormone deprivation, since HRT is generally not indicated. Although the majority of the patients analyzed in this study were afraid that HRT might lead to cancer recurrence, some of them (38%) would accept such therapy to control menopause symptoms, and late effects like osteoporosis. The fact that patients with advanced disease would consider taking HRT seems paradoxical. One could say that once the disease was advanced, it could not grow worse with the use of HRT, and these patients were probably more concerned about quality of life rather than survival extension. One of the survey's end-points was to analyze if the type of breast cancer treatment would influence the acceptance of HRT. The survey results suggest that previous hormonal treatment, specially adjuvant tamoxifen citrate, affects patients' attitudes toward HRT. The statistically significant impact that previous use of tamoxifen citrate had on acceptance of HRT may be associated to some of its side effects and duration of treatment, during which patients were reminded most of the time that they were taking a hormonal blocker. Few patients had no knowledge about their clinical stage or previous use of any hormonal manipulation, and that may have been the reason for increased refusal among them (78.6% p=0.045 and 100% p= 0.035% log rank; respectively). The absolute refusal among patients who did not know about previous exposure to hormones seems to reflect the uncertainty about a possible connection between them and their tumors' development. Hence it is understandable that they would not accept the risks of relapse by using HRT. These findings probably reflect the importance that correct information about disease, and the exposure to potential risk factors has on decision-making among breast cancer patients.
The hypothesis that estrogen is a promoter of breast cancer is based on epidemiological, clinical and experimental studies 13, [17] [18] [19] . Epidemiological studies have shown a positive association between breast cancer and HRT. The Collaborative Group on Hormonal Factor in Breast Cancer reanalyzed data from 53,865 postmenopausal women, of whom 17,830 (33%) had used HRT at some time. A relative risk (RR) of having breast cancer of 1.35 (2p=0.00001) for those who used HRT for 5 years or longer was found, but cancers diagnosed in women who had ever used HRT tended to be less advanced clinically. The estimated risk of breast cancer increased by 2.3% (95%CI= 1.1% to 3.6%; p=. 0002) for each year of postmenopausal use of HRT 13 . In the prospective cohort of more than 120.000 postmenopausal women (The Nurse's Health Study), the relative risks of breast cancer incidence ranged from 1.09 to 1.47, but the RR of death from breast cancer for current HRT users was 0.76, suggesting that HRT appears to be associated with a greater risk for breast cancer development than for death due to the neoplasia per se 2 . Although there are some evidences that estrogen could negatively affect breast cancer incidence, HRT did not increase cancer recurrence or mortality when 2755 women diagnosed with invasive breast cancer were analyzed by O´Meara et al. 20 . The relative risks of cancer recurrence, cancer mortality and overall mortality in women who used HRT after breast cancer diagnosis compared to those who did not use it were 0.50 (95% CI= 0.30 to 0.85), 0.34 (95% CI= 0.13-0.91) and 0.48 (95% CI= 0.29 to 0.78), respectively; suggesting that HRT after breast cancer has no adverse impact on recurrence and mortality.
Since the cause of death among node-negative breast cancer patients is associated with non-neoplastic conditions, HRT could have a positive effect on overall survival.
Nevertheless, based on the results obtained from randomized trials such as HERS trial 21 , which found no overall cardiovascular benefit of HRT in postmenopausal women with stable coronary heart disease (CHD), and the estrogen replacement and atherosclerosis (ERA) trial 22 showing that HRT did not slow the progression of atherosclerosis in patients with a history of coronary stenosis; the American Heart Association has advised against the use of HRT alone for secondary prevention of cardiovascular disease in postmenopausal women 23 . Selection bias including age of subjects, severity of CHD and "health user" effect may explain the poor outcome observed in the HERS trial. In addition, the EPAT study (Estrogen in the Prevention of Atherosclerosis Trial) have found different results from those of the ERA trial. In this randomized estrogen-placebo trial, the rate of progression of subclinical atherosclerosis was slower in postmenopausal women taking HRT 24 . Probably only the results from the prospective placebo-controlled trial (The Women´s Health Initiative Study), expected to recruit over 25,000 postmenopausal women will answer the question about the influence of HRT on primary CHD end points and overall mortality 25 . The observation of an increasing number of women at younger age diagnosed with invasive breast cancer who expected to suffer early treatment induced menopause, have motivated some series of HRT in these subset of patients. Available data indicate that HRT does not seem to adversely affect breast cancer outcome [7] [8] [9] [10] . Among 319 women with breast cancer followed prospectively, there was only one breast cancer event in the HRT group against 20 in the control group 10 . A systematic literature review of 11 studies also showed a RR of breast cancer recurrence of 0.82 26 .
Patients with breast cancer who were using replacement estrogens at the time of diagnosis experienced reductions in breast cancer mortality 2, 27 . HRT does not seem to have an adverse effect on diagnosis and outcome of early-stage invasive breast cancer when treated with conservative surgery and radiation. In addition, previous history of HRT have not been associated with increased risk of contralateral breast cancer or second nonbreast cancer malignancy 28 .
Our results are similar to those found by Vassilopoulo-Sellin et al. 29 in a cohort of 224 patients where prior treatment, menopausal status, and symptoms affected patients attitudes toward HRT. Most concerns were the menopause-related risk of osteoporosis (70%) heart disease (72%) and cancer recurrence (78%) due to HRT use; although 44% of menopausal women would consider HRT under medical supervision.
While discussing menopause management, the potential risks of cancer recurrence and benefits of HRT must be taken into account when patients have a history of breast cancer. Most of all, it is necessary to identify patients needs and concerns. Although quality of life could be improved by HRT, that strategy should be considered with caution, in an investigational clinical setting, until a randomized, prospective controlled trial on the impact of HRT in breast cancer patient's survival is available. 
RESUMO
